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2002-274294/32 B04 HITA- 2000.05.30 

HITACHI SCI SYSTEMS KK ' *JP 200 1 337094-A 

2000.05.30 2000- 1 64730(+2000JP- 1 64730) (200IJ2.07) COIN 

35/10, BOID 12/00, BOIJ 4/00. B08B 3/04. 9/027 
Biological sample dispensing apparatus e.g. for blood, urine, has 
washing syringe which absorbs cleaning liquid to wash serially 
connected dispensing syringe, after discharging test sample 

€2002-081258 
Addnl. Data: HITACHI LTD (HITA ) 



NOVELTY 



A dispensing syringe (12) serially connected to washing syringe 
(13), absorbs specified amount of test sample (4) using a liquid level 
detection rod (7), A SG meter measures the specific gravity and 
turbidity of the sample. After discharging the sample, the washing 
syringe absorbs large amount of cleaning liquid to clean the 
dispensing syringe. 

USE 

For dispensing biological samples such as blood, urine, in clinical 
laboratory test autoanalysis apparatus. 

ADVANTAGE 
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The amount of encroachment to test substance sample is 
controlled by using liquid level detection rod. Since a washing syringe 
is serially connected to dispensing syringe, dispensing syringe is 
cleaned efficiently in short time. 

DESCRIPTION OF DRAWING 

The figure shows the flow path composition schematic view of 
dispensing apparatus. . . 

Test sample 4 ' 
Liquid level detection rod 7 
Dispensing syringe 12 
Washing syringe 1 3 
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Screening drug Improving Insulin resistance without exacerbating 
^betlc retinopathy, by detecting expression of reporter gene 
fus^d to promoter region of human vascular endothelial growth 
factor gene, In mammal cell 
K2002-081277 
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MgiVELTY 

Screening (Ml) a drug which improves insulin resistance without 
^^erbating diabetic retinopathy and inducing edema, involves use of 
ggombinant gene comprising reporter gene (I) coupled to promoter 
ggion of human vascular endothelial growth factor (VEGF) gene. (I) 
Stroduced into a mammalian cell, and expression of VEGF gene is 
^^ted by expression of reporter gene in the cell. 

ifflXlLED DESCRIPTION 

[f M 1 ^ involves use of recombinant gene comprising reporter gene 
^mipled to human vascular endothelial growth factor (VEGF) gene 
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promoter region. (I) is introduced into a mammalian cell, and 
expression of VEGF gene is detected by expression of reporter gene in 
cell. Optionally, the method involves introducing an expression vector 
comprising a cloned promoter region of human VEGF gene fused to a 
reporter gene, into the mammalian cell; and detecting expression of 
the human VEGF gene by detecting expression of the reporter gene. 
INDEPENDENT CLAIMS are also included for the following: 

(1) a recombinant gene (I) comprising a reporter gene coupled to a 
promoter region of human vascular endothelial growth factor 
(VEGF) gene; 

(2) a drug which improves insulin resistance identified by the above 
mentioned method; and 

(3) An expression vector (II) comprising cloned promoter region of 
human VEGF gene, fused to a reporter gene. 

USE 

For screening a drug which improves insulin resistance without 
exacerbating diabetic retinopathy and inducing edema. (I) and (II) are 
useful in the screening method of an insulin resistance improvement 

_ _ ^ ^ IjP 2001 340080- A+ 
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drug. 

ADVANTAGE 

A drug which improves insulin resistance without exacerbating 
diabetic retinopathy, and inducing edema is obtained by die novel 
method. 

EXAMPLE 

An oligonucleotide primer was prepared on the basis of the 
known base sequence (Claffey KPet al., J. Biol. Chem.267:16317- 
16322, 1992) of mouse vascular endothelial growth factor (VEGF) 
mRNA. Subsequently mouse VEGF cDNA fragment was obtained 
from 3T3-L1 fat cell RNA by RT-PCR (reverse transcriptase-PCR) 
process which was used as a probe to screen a human genome DNA 
library. A human VEGF gene (containing 9kb upstream and 
downstream 3kb) was isolated. The DNA fragment (02274 to +50, 
Kpnl-Nhel) which contained upstream 2.2kb from the transcription 
start site of a human VEGF gene was obtained from the clone. This 
DNA fragment was cloned upstream of the luciferase gene of pGL3 
vector to obtain a VRGF gene promoter/luciferase construct, 
phVEGF.2LUC, Along with expression plasmid pCMV-p, 
galactosidase, phVEGF.2LUC was introduced into A- 172 cell (JCR- 



B0228, JCR cell bank) by lipofection. Troglitazone (20 micro M) wa^ 
added after 6-8 hours. The cells were washed with physiological 
saline solution after cultivating for 24 hours and added with buffer.^3 
The luciferase activity and p galactosidase activity of supernatant , 
liquid was measured and an increase in the luciferase/p galactosidase! 
activity ratio after troglitazone addition was observed. Thus VEGF 
gene promoter/luciferase reporter plasmid phVEGF2.2LUC contained! 
a troglitazone response region. The reporter plasmid was then used fba 
the screening of VEGF gene transcriptional activation ability of an^ 
insulin resistance improvement drug. Reporter plasmid 
phVEGF.2LUC, and P galactosidase expression plasmid pCMV-p 
were introduced info A-172 cell by lipofection to obtain A-172 VEg3 
cell. After 6-8 hours, the cells were introduced into culture solution>t_ 
which contained a tested chemical agent (pioglitazone 20 micro M) ^ 
tested troglitazone (20 micro M). After 24 hours, the cells were 
washed with physiological saline and then added with dissolving 
buffer. The luciferase and beta galactosidase activity of supernatant* 
liquid obtained by carrying out centrifugation of cell solution was 
measured. Troglitazone had a strong VEGF gene transcriptional 
activation ability. Although VEGF gene transcriptional activation * 
ability of a pioglitazone was a litde stronger than control, it was 
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weaker than troglitazone. Thus pioglitazone is superior to troglitazone, 
in improving insulin resistance, with low inducement of edema and 
diabetic retinopathy. 

TECHNOLOGY FOCUS 

Biotechnology - Preferred Method: The reporter gene is preferably a 

luciferase gene, is coupled to the vector. 
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(C12P 13/04, C12R 1:38) 
Manufacture of glycine useful as food additive, comprises acting 
Pseudomonas on aqueous glycinonitrile solution, in reaction 
conditions where there is no acid, alkali or buffer used to adjust 
the pH 
€2002-081278 



NOVELTY 

Manufacture of glycine comprises acting Pseudomonas 
microorganisms on aqueous glycinonitrile solution, in reaction 
conditions there is no acid, alkali or buffer used to adjust the pH. 

USE 

The method is used for the microbiological manufacture of 
glycine useful as food additive, cleaner, and pharmaceuticals and 
agrochemicals synthetic raw material. 

ADVANTAGE 

The method enables efficient manufacture of glycine with high 
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industrial value. The method enables quantitative and simultaneous! 
formation of glycine and ammonia, with high activity/dry microbiall 
cells/unit time, without any abundant discarding of microbial cells ^ 
culture medium. The method also does not add or discard acid, alkafij 
or buffer for adjusting pH of the reaction solution. The method . 
enables separate collection of glycine and ammonia, with high 
efficiency, and without performing any degradation process and . 
consumption. 

TECHNOLOGY FOCUS 
Inorganic Chemistry - Preferred Reaction: The reaction conditions ag| 
exclusive reaction conditions, they isolate the separation of ammonj^ 
formed in the reaction solution from the reaction solution, by 
distillation under reduced pressure in presence of inert gas. 
Biotechnology - Preferred Microorganism: The Pseudomonas is 
especially Pseudomonas sp, strain 88-SB-CN5 (under PERM P 
procedure). 
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